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DETAILED ACTION 

Status of the Claims 

Applicant's preliminary amendment of this application is acknowledged, filed 
August 21, 2001, where claims 45-94 and 109-123 were cancelled. In addition, it is 
acknowledged that the specification was amended to include reference to prior 
applications. The pending claims are claims 95-108. 

Priority 

Applicant's claim for priority is based on multiple applications dating as far back 
as 12/04/1992 (Application No. 07/986,330, US 5,422,253). However, base claim 95 is 
drawn to a system comprising a target nucleic acid, first, second and third 
oligonucleotide. There does not appear to be any support for such a system in the '330 
application. However, there does appear to be support for such a system in Application 
No. 08/073,384, filed 06/04/1993 (US 5,541,31 1). Therefore, claims 95-96 and 99-108 
are granted a priority date of 06/04/1993. 

Claims drawn to a fluorophore label (Claims 97-99) find support beginning with 
Application No. 08/254,359 (US 5,614,402) filed 06/06/1994, therefore, claims 97-99 are 
granted a priority date of 06/06/1994. 

Specification 

The use of the trademarks Cleavase, CFLP, Oligotex and QIAamp has been noted 
in this application. They should be capitalized wherever they appear and be accompanied 
by the generic terminology. 
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Although the use of trademarks is permissible in patent applications, the 
proprietary nature of the marks should be respected and every effort made to prevent their 
use in any manner, which might adversely affect their validity as trademarks. 

Claim Objections 

Claim 107 is objected to because of the following informalities: The claim recites 
the phrase, "wherein said portion said third oligonucleotide. . The phrase would be 
more intelligible with the term "of placed in between the terms "portion" and "said". 
Appropriate correction is required. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 ILS.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter, which the applicant regards as his invention. 

1. Claim 95-108 are rejected under 35 ILS.C- 1 12, second paragraph, as being 

indefinite for failing to particularly point out and distinctly claim the subject 

matter which applicant regards as the invention. 

The claims recite the term "system". There does not appear to be a specific 
definition for this term in the specification. It is unclear whether "system" is to be 
interpreted to mean that the claims are drawn to specific method steps or the claims are 
drawn to a way of using a particular product, or simply to a composition (e.g. a kit) 
comprising the recited nucleic acids. Therefore, the claims' metes and bounds are 
indefinite. For example, in claims drawn to a method comprising a number of action 
steps, there would eventually a particular outcome. The instant claims are so vague and 
indefinite, that it is unclear what outcome is intended. 
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Claim 95 recites the limitation "said at least a portion" in referring to "said third 
oligonucleotide". There is insufficient antecedent basis for this limitation in the claim. 
The only reference in the claim to "at least a portion" is to the second oligonucleotide. 

Claims 97-99 recite the limitation "said label". There is insufficient antecedent 
basis for this limitation in the claim, since the claims are dependant from claim 95, which 
makes no reference to a "label". 

Claim 107 recites the limitation "said portion", when referring to "said third 
oligonucleotide". There is insufficient antecedent basis for this limitation in the claim. 
The claim ultimately depends from Claim 95, which does not recite portion in any way in 
reference to a third oligonucleotide. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent granted 
on an application for patent by another filed in the United States before the invention by the applicant 
for patent, except that an international application filed under the treaty defined in section 35 1(a) shall 
have the effects for purposes of this subsection of an application filed in the United States only if the 
international application designated the United States and was published under Article 21(2) of such 
treaty in the English language. 

2. Claims 95-100, 102, 104 and 105 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Lundeberg et al. (DNA Cell Bio. 1990; 9(4):287-92; see entire 
document). 
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The claims are broadly drawn to a system comprising a target nucleic acid having 
a first and second region, a first oligonucleotide, a second oligonucleotide, a third 
oligonucleotide and wherein at least the 3' portion of the first oligonucleotide is 
complementary to said first region of the target and at least a portion of the second 
oligonucleotide is complementary to the second region of the target nucleic acid and 
wherein the 5 5 portion of the first oligonucleotide is complementary to at least a portion 
of said third oligonucleotide. In addition the second oligonucleotide is attached to a solid 
support, the first and second portions of the target nucleic acid are adjacent and the 
second oligonucleotide comprises a 3' terminus. 

Lundeberg et al teach a colorimetric assay to detect immobilized nucleic acids. 
More particularly, the assay involves three oligonucleotides, with two having 
complementary sequences to 5 5 and 3' portions of a target nucleic acid and a third labeled 
oligonucleotide that has complementary sequence to one of the preceding 
oligonucleotides, (e.g. p. 288, Fig. 1). In addition, Lundeberg et al teach that two of the 
oligonucleotides comprise a biotin and fluroescein label, (e.g. p. 288, col. 2, If 2). 
Furthermore, the oligonucleotide priming at the 3' portion of the target nucleic acid is 
attached to a solid support, i.e. oligonucleotide comprising the lac operon sequence 
bound to sepharose. (e.g. p. 289, col. 1, f 2). 

In addition, the second oligonucleotide - as with any oligonucleotide - 
necessarily has a 3' terminus. Furthermore, as the term adjacent is interpreted as broadly 
as reasonable, a target nucleic acid region that is 5' of another region would be adjacent 
relative to the other region. Therefore, Lundeberg et al anticipates the rejected claims. 
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3. Claims 95-96 and 99-104 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Yamamoto et ah (US 5,830,643; hereinafter '643 patent; see entire 
document). 

The '643 patent teaches a method of detecting a target nucleic acid comprising a 
first, second and third oligonucleotide, (e.g. col. 6, 11. 30-45). In addition, any of the 
oligonucleotides can be labeled, (e.g. col. 6, 1. 65). The labeling substance can be, a 
radioisotope or a non-radioactive substance such as biotin. (e.g. Col. 1 1, 11. 4-10). 
Furthermore, any of the oligonucleotides can be immobilized onto a solid support (i.e. 
carrier), (e.g. col. 4, 11. 20-40). The oligonucleotides produced are intended for use as 
probes for detection of a target nucleic acid (e.g. such as a gene), (e.g. col. 1, 11. 18-20). 
Therefore, the '643 patent anticipates the rejected claims. 

4, Claims 95-96 are rejected under 35 ILS.C. 102(e) as being anticipated by 
Takarada et al. (US 5,525,462; hereinafter '462 patent; see whole document). 

The £ 462 patent teaches a method of detecting a target nucleic acid comprising 

three oligonucleotides, with one having sequences complementary to a 5' region of the 
target, another oligonucleotide having sequences complementary to a 3' region of the 
target nucleic acid and a third oligonucleotide comprising sequences complementary to 
the preceding oligonucleotide, (e.g. col 10, 11. 26-32; col. 12,11. 1-25). In addition, 
either of the target specific or oligo-specific oligonucleotides comprises a label (e.g. col. 
9, 11. 63-65; col. 12, 11. 13-17). Therefore, the £ 462 patent anticipates the rejected claims. 

Claim Rejections - 35 USC §103 
This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the 
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various claims was commonly owned at the time any inventions covered therein were 
made absent any evidence to the contrary. Applicant is advised of the obligation under 
37 CFR 1.56 to point out the inventor and invention dates of each claim that was not 
commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C 103(c) and potential 35 U.S.C 102(e), (f) or (g) 
prior art under 35 U.S.C 103(a). 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

5. Claims 95-104 are rejected under 35 U.S.C. 103(a) as being unpatentable over 

Yamamoto et al. (US 5,830,643; hereinafter 4 643 patent, further in view of 

Stavrianopoulos (US 5,989,809; hereinafter '809 patent). 

The claims are drawn to a system comprising three oligonucleotides, wherein a 
target nucleic acid has two regions, wherein the first oligonucleotide is complementary to 
one region, the second oligonucleotide is complementary to the second region and the 
third oligonucleotide is complementary at least in part to the first oligonucleotide. 
Additional claims are drawn to one of these oligonucleotides comprising a fluorophore 
label. 

The '643 patent teaches a method of detecting a target nucleic acid comprising a 
first, second and third oligonucleotide, (e.g. col. 6, 11. 30-45). In addition, any of the 
oligonucleotides can be labeled, (e.g. col. 6, 1. 65). The labeling substance can be, a 
radioisotope or a non-radioactive substance such as biotin. (e.g. Col. 1 1, 11. 4-10). 
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Furthermore, any of the oligonucleotides can be immobilized onto a solid support (i.e. 
carrier), (e.g. col 4, 11. 20-40). The oligonucleotides produced are intended for use as 
probes for detection of a target nucleic acid (e.g, such as a gene), (e.g. col. 1, 11. 18-20). 

The '643 patent does not specifically teach that the label can be fluorophores or 
fluorophores having quenched emission. 

The '809 patent teaches a method for detecting a presence of a target 
polynucleotide comprising hybridizing an oligonucleotide to a target nucleic acid. 
Generally, the '809 method comprises use of fluorophore emissions quenching as a 
means of detecting nucleic acids, where the nucleic acids to be detected are attached to a 
solid support (e.g. Abstract; columns 2-5; col. 5, 11. 45-55; col. 7, 11. 55-60). The method 
is useful for facilitating isolation and detection of a nucleic acid involving hybridization, 
(e.g. col. 7, 11. 27-45). 

It would have been obvious to one of ordinary skill in the art at the time of filing 
of instant application to combine the teachings of the £ 643 patent with the '809 patent in a 
method of hybridization using nucleic acids where one of the nucleic acids is labeled with 
a fluorophore. The skilled artisan would have been motivated to modify the 
oligonucleotides with fluorophore labels to achieve the advantageous and beneficial use 
of fluorescence quenching and immobilization to a solid support to facilitate 
hybridization/detection. Furthermore, the skilled artisan would have had a reasonable 
expectation of success in modifying hybridizing oligonucleotides in this fashion. 
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6. Claims 95-99 are rejected under 35 ILS.C. 103(a) as being unpatentable over 
Takarada et al. (US 5,525,462; hereinafter 6 462 patent, further in view of 
Stavrianopoulos (US 5,989,809; hereinafter 4 809 patent). 

The c 462 patent teaches a method of detecting a target nucleic acid comprising 
three oligonucleotides, with one having sequences complementary to a 5* region of the 
target, another oligonucleotide having sequences complementary to a 3' region of the 
target nucleic acid and a third oligonucleotide comprising sequences complementary to 
the preceding oligonucleotide, (e.g. col. 10, 11. 26-32; col. 12, 11. 1-25). In addition, 
either of the target specific or oligo-specific oligonucleotides comprises a label, (e g, col. 
9, 11. 63-65, col. 12, 11 13-17). 

The '462 patent does not teach that the label can be fluorophores or fluorophores 
having quenched emission. 

As discussed above, the '809 patent teaches attaching a fluorophore label to 
oligonucleotides in a method of hybridization/detection. 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ray Akhavan whose telephone number is 571-272-0766. 
The examiner can normally be reached on Monday- Friday from 8:00-4:30. If attempts 
to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Remy 
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Yucel, Ph.D. can be reached on 571-272-0781. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 
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